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)  cadn)AND DRUG

2IE2eH LABORATORIES, INC. WAVERLY DIVISION
FINAL N :%U'WB;Z 107
REPORT ~ Waverly, New York 14892
______ (607) 565-2931
Submitted to: DHEW/Public Health Service Date March 3, 1975

Food and Drug Administration CA-272
5600 Fishers Lane-~Room 5C-13

‘Rockville, Maryland 20852 Laboratory No. 2123 (3)
- Contract No. FDA223-74-
2176
Sample: Fine gold colored powdered material
Marking: FDA 73-83-H (Mustard flour-treated)

Examination Requested: Teratologic evaluation of FDA73-83~H in mice,

Procedure: See Appendix I
Results: See Tables 1 through 5, Figﬁfg 1, and Appendix II
Conclusion: On the basis of the data presented herein, the following

conclusion appears to be warranted:

"The administration of up to 1600 mg/kg (body weight) of the test
material to pregnant mice for 10 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontaneously in
the sham~-treated controls.™

David E. Bailey, Ph.D. g/
Director, Waverly Division

Kédnneth Morgare
Scientific Dire

This report is submitied for the exclusive use of the person, partnarship, or corporation to whom It is addressed, and neither the report nor the name of these
Laboratories nor of any membera of its staff, may be used in connection with the advertising or sale of any product or process without written authorization.




FOOD AND DRUG RESEAk.d LABORATORIES, INC.

Groups: 71 & 72; 77 through 80 : Date: January 30, 1975
" Table 1

Material : Fpa 73-83-}1‘ Fate Summary Laboratory No. : 2123 (3)

( Mice )

N

Group Mateirial Dose** Totai ‘ Surviving at Term
mg/kg Mated Pregnant Total _Pregnantl
71 Sham 0.0 25 22 25 22
72 Aspirin* 150.0 25 | 22 25 22
77 FDA 73-83-H 16.0 22 A 20 22 ' 20
78 FDA 73-83-H 74.3 21 20 | 21 20
79, FDA 73-83-H 345.0 21 . 20 21 20
80 | FbA 73~83~H 1600.0 | 27 S 21 ’ - 27 21

* Positive Control : 150.0 mg/kg :
** Administered as a water slurry (Mustard flour slurried into bo:.llng water and then blended in a Waring Blender).

l)Includes all dams examined at term



FOOD AND DRUG RESEA

{ LABORATORIES,

INC.

Group : 71 & 72; 77 through 80 Table 2 Date: January 30, 1975
Material : FDA 73-83-H Reproduction Data Laboratory No. :2723 (3)
( Mice )
Group : 71 72 77 78 79 80
ose (mg/kg): Sham Aspirin**  16.0 74.3 345.0 1600.0

Pregnancies

Total No. : 22 22 20 20 20 21

Med or Aborted (before Iy 17 ) 0 0 0 0 0 o]

To term (on Day 17 ) 22 22 20 20 20 21
Corpora Lutea

Total No. 266 268 236 245 234 278

Average/dam mated 10.6 - 10.7 10.7 11.7 11.1 10.3
Live Litters A

Total No.* 22 22 19 20 20 21
Implant Sites

Total No. 251 253 218 229 220 257

Average/dam* 11.4 11.5 10.9 11.5 11.0 12.2
Resorptions

Total No.* 5 5 18 8 5 10

Dams with 1 or more sites resorbed 5 4 10 6 3 5

Dams with all sites resorbed - -— _— - - -—

Per cent partial resorptions 22.7 18.2 50.0 30.0 15.0 23.8

Per cent complete resorptions -— — — - S - -
Live Fetuses ‘

Total No. 245 245 198 220 215 245

Average/dam* 11.1 11.1 9.90 11.0 10.8 11.7

Sex ratio (M/F) 1.01 0.96 1.03 0.90 0.99 0.91
Dead Fetuses

Total No,* _ 1 3 2 1 - 2

Dams- with 1 or more dead : . 1 "3 2 1 - 2

Dams with all dead ' ' —_ — - - — —

Per cent partial dead 4.55 13.6 10.0 5.00 - 9.52

Per cent all dead - - - - - -
Average Fetus Weight, g 0.920 0.85 0.85 0;87 0.89 0.86

* Includes only those dams

*% Positive Control:

examined at term.
150.0 mg/kg



FOOD AND DWIG RESEARCH LABORATORIES, INC.

Groups 71 & 72; 77 through 80 Laboratory No._ 2123 (3)
Table 3
Material FDA 73-83-H Date January 30, 1975
summary of Skeletal F indings*
( Mice )

Group No.: 71 72 77 78 79 80
Findings
pose (mg/kg): Sham Aspirin**  16.0 74.3 345.0 1600.0

Live F etuses Examined 171/22 174/22 140/19 154720 149720 169/21
{at term)

Sternebrae
Incomplete oOSs. 32/14 45/16 52/13 66/16 36/13 70/20
Scrambled '
Bipartite 1/1 ' 2/2
Fused ’ ) :
Extra :
Missing 8/4 34/11 23/10 29/12 13/5 39/11
Other o

Ribs :

Incomplete 0SS.

Fused/split

wavy : 1/1 1/1

Less than 12 ' ‘ ,
More than 13 35/14 43/10 27/13 36/16 19/9 35/11
Other

Vv ertebrae
Incomplete oss. 11/5 9/3 2/1 1/2 5/4
Scrambled a
Fused
Extra ctrs. 0Ss.
Scoliosis
Tail defects
Other

Skull
Incomplete closure 2/1 1/1
Missing ‘
Craniostosis
Other

Extremities .
Incomplete oss. 4/3 6/1 . 4/1 6/4
Missing
Extra

Miscellaneous )
Hyoid; missing '23/9 45/18 35/14 59/16 45/14 44/16
Hyoid; reduced ' 20/11 25/13 35/12 23/10 13/10 16/11

* Numerator=Number of fetuses affected; Denominator=Number of litters

** positive control: 150.0 mg/kg atfected.




FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 71 & 72; 77 through 80 Date January 30, 1975

Laboratory No.2123 (3)

Mat 3 —-83
aterial_ rpa 73-83-H » Table 3 —a
" summary of Soft Tissue Abnormalities
(Mice)
Group Material Dose Level Dam Number of Description
ng/kg Pups
72 Aspirin* 150.0 25132 1 " Exophthalmos
25137 1 'Encephalomeningocele
80 FDA 73-83-H 1600.0 25385 1 | Gastroschisis

*Positive Control: 150.0 mg/kg




F OOD AND DRUG RESEARCH LABORATORIES, INC.

Groups_71 & 72: 77 through 80 : ’ Date January 30, 1975

Table 4 . :
Species Mice ‘ o Laboratory No.2123 (3)
. Average Body Weights*
------------------------- Day-—=-——-m-mmmm—mmmmm o
Group Material Dose :
mg/kg = memssmossossssosssmsssese- e
71 Sham 0.0 | 27 31 35 44 49 (22)
72 Aspirin***  150.0 | 28 32 35 43 48 (22)
77 FDA 73-83-H 16.0 30 34 38 44 50 (20)
78 FDA 73-83-H 74.3 28 32 36 4 50 (20)
79 FDA 73-83-H 345,0 29 32 36 | 43, 50 (20)
80 FDA 73-83-8  1600.0 31 33 38 46 52 (21)

* of pregnant dams
** Number of surviving dams in parentheses (c f. Table 1)
*** Positive control: 150.0 mg/kg



Table 5'

——=3\ Groups 71 & 72; 77 through 80 Laboratory No. 2123 (3)
L . .
Compound FDA 73-83-H Species: Mice
Paily Tcmperoturc and Humidity Record
Relative
Date Time Temp ' Humidity
1974 a.m. oF %
11/15 : 8:30 82 50
11/16 10:30 82 . 54
11/17 : 2:45 p.m. 82 51
11/18 8:30 80 50
11/19 2:25 p.m. 80 : 40
11/20 8:30 - 80 74
11/21 : 9:00 80 55
11/22 8:30 78 - 55
11/23 8:00 80 55
11/25 8:00 80 - "~ 69
11/25 8:30 80 72 -
11/26 8:30 80 : 60
11/27 8:30 78 50
11/28 10:00 78 55
11/29 ‘ 10:00 78 58
11/30 8:00 78 ‘ 55
12/1 ' - 8:00 82 , - 59
12/2 9:15 78 52
12/3 9:00 98 ‘ 55
12/4 10:00 : 80 - .55
12/5 . 10:30 77 53
12/6 8:30 79 : 58
- 12/7 8:00 4 78 57
12/8 8:00 78 ¢ 71 .
12/9 : - 2:30 p.m. 78 ' : 70
12/10 8:00 82 . 50
12/11 11:00 ' 81 50
12/12 - 10:00 82 : 60
12/13 10:00 82 - 70
12/14 11:00 82 64
12/15 9:00 82 : .63
12/16 9:00 . 85 ' : 57
12/17 10:00 _ 80 60
12/18 10:00 80 60
12/19 10:00 80 60
12/20 '8:00 80 55
12/21 1:30 p.m. 78 65
12/22 10:00 78 : 65
12/23 9:00 80 ' 50

12/24 9:30 80 60"
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Figure 1

(Mice)

Photographs of Grossly Abnormal Fetuses

(None Observed in Test Groups) -
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Teratology Study in Mice

Virgin adult female albino CD-1 outbred mice were gang-
housed in disposable plastic cages in temperature and humidity~
controlled quarters with free accesé to food and fresh tap water.
They were mated with young adult males, and'obsefvation of the
vaginal sperm plug was considered Day 0 of gestation. (One male
‘was not permitted to impregnate more than one femaie per group.)
Beginning on Day 6 and continuing daily thrdugh Day 15 of gestation,
thé females were dosed with the indicated dosages by oral
intubation. . The controls were sham treated with the vehicle at
a level equivalent to the group receiving the highest dose.

Body weights were recorded on Days 0, 6, 11, 15, and 17 of
gestafion. All animals were observed daily for appearance and
behavior with particular attention to food consumption and weight,
in order to rule out any abnormalities which may have occurred as
a result of anorexic effects in the pregnant female animal. Daily
room temperature.and humidity were recorded. |

On Day 17 all dams were subjected to Caesarean section under
surgical anesthesia, and the sex, numbers of corpora lutea, implanta-
tion sites, resorption sites, and live and dead fetuses were
recorded. The body Qeights of the live pups were also recorded.
The urogenital tract of each dam Qas examined in detail for
anatomical normality.

All fetuses were exanmined grossly for the presence of external
congenital abnormalities. One-third of the fetuses of each litter
underwent detailed visceral examinations employing the Wilson

technique. (Colored photographs were taken of all grossly abnormal




2L )

fetuses.) The remaining two-thirds were cleared in potassium

hydrexide (KOI), stained with alizarin red S dye and examined

for skeletal defects.
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FOCD AND DRUG RESEARCH LABORATORIES, INC.

Date January 30, 1975

Group 71 Appendix II
Material Sham Reproduction Data in Mice (Individual) Laboratory No.__ 2123
Dose 0,0 ma/ka
Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Lutea Sites Alive Dead M F.  Sites ' Weight (g) Remarks
25101 P 15 14 13 9 4 1 0.98
25102 P 9 -9 8 ’ 4 4 1 0.92
25103 P 10 10 9 1 3 6 0.92
25104 P 10 10 10 5 5 1.07
25105 P 11 1 10 7 3 1 0.84
25106 NP 0 0 ——
25107 P 12 12 12 7 5 0.94
25108 P 12 12 12 6 6 1.19
25109 P 11 11 11 3 8 0.83
25110 NP 0 0 . ———
25111 P 11 11 . 11 5 6 0.83
25112 P 13 11 11 5 6 0.96
25113 NP 0 0 ————
25114 P 13 12 12 .5 7 0.82
25115 P 13 12 12 5 7 0.87
25116 p 12 11 11 7 4 '0.80
25117 P 13 o122 12 7 5 0.92
25118 P 12 “ 11 10 ) 4 1 0.97
25119 P 14 14 14 7 .. 7 : 0.76 .
25120 P 11 11 11 -5 6 0.85
25121 P 10 10 10 6 4 0.90
25122 P 14 13 13 ‘5 8 0.83
25123 P 12 10 10 5 5 . 0.90
25124 P 14 12 12 5 7 - 0.87 .
25125 P 14 12 11 6 5 1 - 0.82

* P = Pregnant; NP = Not Pregnant



FOCD AND DRUG RESEARCH LABORATORIES, INC.

Group 72 Appendix II Date January 30, 1975
Material Aspirin Reproduction Data in Mice (Individual) Laboratory No._ 2123
Dose 150.0 mg/kg
Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Lutea Sites Alive Dead M F Sites Weight (g) Remarks
25131 P 14 14 14 8 6 0.73
25132 P 12 11 11 6 5 0.69
25133 P 11 11 11 6 5 0.72
25134 P 12 10 10 , 6 4 0.69
25135 NP 0 0 : ———
25136 NP 0 o - . ———
25137 P 12 12 12 6 6 0.87
25138 P 13 12 12 6 6 0.73
25139 P 10 1o 9 1 5 4 0.79
25140 P 13 12 12 5 7 : 0.78
25141 P 10 10 9 4 5 1 .75
25142 P 3 3 2 0 2 1 1.02
25143 P 9 9 9 4 5 0.87
25144 P 15 .14 14 7 7 0.77
25145 P 14 12 S12 6 6 1.04
25146 P 13- 12 12 4 8 - 0.88
25147 P 14 13 - 13 7 6 0.96
25148 P 14 13 13 5. 8 L 1.17
25149 P 0. 9 8 4 4 .1 - 0.84
25150 NP 0 0 ' ' ' o - ——
25151 P 13 12 . 12 6 6 0.89
25152 P 12 , 11 11 6 5 0.89
25153 P 14 14 © 13 1 6 7 0.84
25154 P - 16 ‘15 | 14 1 7 7 : 0.85
25155 P 14 ' 14 12 6 6 2. ‘ 0.86

* P = Pregnant; NP = Not Pregnaht ,



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 77 Appendix II Date  January 30, 1975
Material FDA_73-83-H Reproduction Data in Mice (Individual) Laboratory No._ 2123 (3)
Dose 16.0 mgq/kg
Corpora Implant Fetuses Sex Resorption Average Fetus .
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
25281 P 5 5 3 2 1 2 0.79
25282 P 13 12 9 4 5 3 0.81
25283 P 10 10 8 4 4 2 0.83
25284 P 13 12 11 5 7 1 0.88
25285 P 17 15 15 8 7 0.70
25286 P 10 10 9 6 3 1 0.79
25287 P 12 12 12 6 6 0.87
25288 P 12 11 11 .5 6 : 0.81
25289 P 6 4 : 1 _ 3 ——
25290 P 11 10 10 - 5 5 0.94
25291 P 19 18 18 9 9 1.01
25292 P 7 7 7 5 2 0.86
25293 P 6 4 1 0 1 3 0.64
25294 NP 0 0 ————
25295 NP 0 0 ——
25296 P 10 10 9 6 3 1 0.88
25297 P 12 12 12 8 4 0.98
25298 P 17 15 13 1 5 8 1 1.02
25299 P 16 13 13 4 9 0.74
25300 P 10 10 10 7 3 1.21
25301 P 16 14 13 6 7 1l 0.67
25302 P 14 14 14 6 - 8 0.72

* P = Pregnant; NP = Not Pregnant -



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Date January 30, 1975

Group 78 Appendix II

Material FDA 73-83-H Reproduction Data in Mice (Individual) Laboratory No._ 2123 (3)
Dose 74,3 na/kg

Corpora  Implant Fetuses Sex Resorption Average Fetus

Dam No. Fate* Tutea Sites Alive Dead M F Sites - weight (g} Remarxs
25311 P 12 12 12 6 6 0.73

25312 P 9 9 8 1 4 4 0.70
- 25313 P 12 11 11 5 6 0.89

25314 P 13 13 12 5 7 1 0.83

25315 P 9 6 6 3 3 1.03

25316 P 14 13 13 6 7 0.87

25317 P 11 11 11 6 5 0.87

25318 P 14 14 14 7 7 0.84

25319 P 12 12 12 5 7 0.93

25320 P 13 13 13 8 5 0.72

25321 P 8 7 7 5 2 0.95

25322 P 13 13 13 8 5 0.93

25323 NP 0 0. ———

25324 P 11 10 10 6 4 0.94

25325 P 11 11 11 6 5 0.87
25326 P 14 11 9 2 7 2 0.95

25327 P 16 16 16 6 10 0.79

25328 P 11 10 9 .2 -7 1 1.06

25329 P 10 9 -8 -3 5 1 0.80

25330 P 16 15 14 6 8 1 0.77

25331 P 16 13 11 5 6 2 . 0.91

* P = Pregnant:' NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 79 » Appendix IT Date January 30, 1975
Material FDA 73-83-H  Reproduction Data in Mice (Individual) - Laboratory No._ 2123 (3)
Dose 345.0 ma/kg
Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
25341 P 8 7 7 3 4 0.96
25342 P 12 12 12 5 7 0.95
25343 P 13 12 . 12 6 6 0.72
25344 P 12 12 12 5 7 0.78
25345 p 11 10 . 10 4 6 0.90
25346 P 11 10 8 4 4 2 0.72
25347 P 14 14 12 5 7 2 0.82
25348 P 12 11. 11 5 6 0.98
25349 P 10 9 9 5 4 0.93
25350 P 12 10 10 4 6 0.95
25351 P 8 7 7 4 3 0.84
25352 P 11 11 11 6 5 0,82
25353 P 10 9 9 5 4 0.83
25354 P 11 . 11 11 . 6 5 1.05
25355 NP o : 0 ' C m——
25356 P 15 15 15 9 6 0.93
25357 P 16 14 , 13 4 -9 1 - 0.86
25358 P 13 13 13 11 2 0.95
25359 P 12 - 11 i1 6 5 0.79
25360 P 14 13 13 6 7 1.08
25361 P 9 9 9 4 5

0.87

* P = Pregnant; NP = Not Pregnant



Group 80

FOOD AND DRUG RESEARCH LABORATORIES, INC.
Appendix II

Dete January 30, 1975

Material ppa 73-83-H Reproduction Data in Mice (Individual) Laboratory No._ 2123 (3)
Dose 1600.0 ma/ka

Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
25371 NP 0 0 ———
25372 P 11 11 11 5 6 0.73
25373 NP 0 0 ' -——
25374 P 11 11 10 1l 4 6 0.76
25375 p 10 9 9 4 5 0.76
25376 NP 0 0 ———
25377 P 13 13 13 6 7 0.85
25378 P 1 14 14 6 8 0.86
25379 P 15 15 12 5 7 3 1.06
25380 P 12 11 9 5 4 2 0.84
25381 P i8 17 16 9 7 1 0.76
25382 P 12 10 - 10 5 5 0.90
25383 P 16 15 12 8 4 3 0.80
25384 P 11 10 10 .6 4 1.16
25385 P 14 13 13 5 8 0.69
25386 P 10 : 10 10 4 6 0.92
25387 P 15 14 14 4 10 0.94
25388 P 15 13 13 5. 8 0.84
25389 P 14 11 9 1 4 5 1 0.83
25390 P 16 15 15 ' 8- 7 ‘ 0.77
25391 P 14 13 13 7 6 0.92
25392 NP 0 0 —
25393 NP 0 0 ———
25394 P 10 9 9 4 -5 0.93
25395 . NP 0 0 ———
25396 P 15 12 12 7 5 0.83
25397 P -12 11 6 5 0.86

11

* P = Pregnant;

NP = Not Pregnant
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V) oD )AND DRUG

Submitted to:

Sample:

Marking:

?deq/itH LABORATORIES, INC. WAVERLY DIVISION
, R 17C
FINAL P.O. Box 107
REPORTT . Waverly, New York 14892
““““““ (607) 565-2031
Department of Health, Education Date: March 3, 1975

and Welfare
Food and Drug Administration
Negotiated Contracts Branch, HFA-510

5600 Fishers Lane Laboratory No. 2143 (3)
Rockville, Maryland 20852 Contract No.FDA 5%%574-

Fine gold colored powdered material

FDA 73-83-H (Mustard flour-treated)

Examination Requested: Teratologic evaluation of FDA73-83-H in rats.

Procedure:

Results:

Conclusion:

See Appendix I

See Tables 1 through 5, Figure 1, and Appendix II

On the basis of the data presented herein, the following

conclusion appears to be warranted:

"The administration of up to 970 mg/kg (body weight) of the test
material to pregnant rats for 10 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
"number of abnormalities seen in either soft or skeletal tissues of the

test groups did not differ from the number occurring spontaneously in
the sham-treated controls."

David E. Bailey, Ph.D
Director, Waverly Division

N\

Kéﬂneth'Morgare e, Ph.D.
Scientific Director

This report is submitted for the exclusive use of the person, partnership, or corporation to whom it is addressed, and nsither the report nor the name of these
Laboratories nor of any members of its staff, may be used In connection with the advertising or sale of any product or process without written authorization.



FOOD AND DRUG RESEAL .1 LABORATORIES, INC.

Groups:_71 g 72: 77 thrm'lgh gQ rable 1 Date: January 30, 1975
. able
Material : FDA 73-83-H v Laboratory No. : 2143 (3)
Fate Summary
( Rats )
Group Material Tose** Total Surviving at Term
mg/kg Mated Pregnant Total Pregnantl

71 Sham 0.0 24 22 24 ' 22
72 Aspirin* , 250.0 23 22 23 22
77 FDA 73-83-H 9.7 25 19 - 25 ‘ 19
78 FDA 73-83-H . 45,0 24 22 24 22
79 FDA 73-83-H 209.0 22 , 20 22 20
80 _ FDA 73-83-H 970.0. : 23 . C 21 - 23 | 21

* Positive Control: 250.0 mg/kg
** Administered as a water slurry (Mustard flour slurried into boxl:.ng water and then blended in a Waring Blender)

1 Includes all dams examined at term



FOOD AND DRUG RESEA:

LABORATORIES, INC.

Group : 71 & 72; 77 through 80 _ Table 2 Date: January 30, 1975
Material : FDA 73-83-H Reproduction Data Laboratory No. : 2143 (3)
( Rats )
Group : 71 72 77 78 79 80
Tose (mg/kg): Sham Aspirin** 9.7 45.0 209.0 970.0

Pregnancies |

Total No. 22 22 19 22 20 21

Died or Aborted (before Tay 20) 0 0 0 0 0 0

To term (on Day 20 22 22 19 22 20 21
Corpora Lutea ‘

Total No. 280 273 240 - 292 260 280
_ Average/dam mated 11.7 11.9 9.60 12.2 11.8 12,2
Live Litters

Total No.* .22 19 19 22 20 21
Implant Sites

Total No. 265 230 226 275 235 255

Average/dam* 12.0 10.5 11.9 12.5 11.8 12.1
Resorptions A

Total No.* 3 78 1 3 1 3

Dams with 1 or more sites resorbed 3 15 1 2 1 2

Dams with all sites resorbed - 3 - - - -

Per cent partial resorptions 13.6 68,2 5.26 9.09 5.0 9.52

Per cent complete resorptions - 13.6 - - - -
Live Fetuses A -

Total No. . ' : 262 151 225 271 233 251

Average/dam* ‘ 11.9 6.86 11.8 12.3 11.7 12.0

Sex ratio (M/F) _ ‘ 1.17 1.19 0.88 0.87 0.94 1.07
Dead Fetuses , :

Total No.¥* : . - 1 - 1 1 1

Dams with 1 or more dead - 1 - 1 1 1

Dams with all dead ’ - - - - —_— -

Per cent partial dead : - 4.55 - 4.55 5.00 4.76

Per cent all dead : - - - - - -
Average Fetus Weight, g ' , 3.89 2.40 3.78 4,06 4,05 4.25

* Includes only those dams examined at term.
** positive Control: 250.0 mg/kg :



FOOD AND DRIG RESEARCH LABORATORIES, INC.

Groups 71 & 72; 77 through 80 Laboratory No. 2143 (3)
Table 3
Material FDA 73-83-H : Date January 30, 1975
Summary of Skeletal F indings*
( Rats )

Group No. : N 72 77 78 79 80

Findings L :
Dose (mg/kg): Sham Agpirin¥* 9.7 45.0 209.0 970.0

Live Fetuses Examined ' 182/22 107/19 157/19 188/22 163/20 175/21
(at term) ,

Sternebrae A B ' : ‘
Incomplete oss. 44/15 72/18 _ 38/13 27/12 31/14 11/7
Scrambled ' _ . ’
Bipartite 1/1 5/3 - 1/1
Fused : :

Extra E
Missing : - 3/2 96/19 18/6 4/2 9/5 1/1
Other ) '

Ribs
Incomplete oss.
Fused/split 9/6
Wavy 18/10 48/15 18/7 9/6 11/6 13/7
Less than 12 . ' '
More than 13 2/2 95/19 1/1 . 8/3
Otherxr

Vertebrae : .
Incomplete oss. 5/4 70/19 8/4 4/2
Scrambled '
Fused
Extra ctrs. oss.
Scoliosis
Tail defects
Other

Skull
Incomplete closure 28/13 49/16 . 23/9 29/11 12/5 30/12
Missing 2/1 P : '
Craniostosis
Other

Extremities
Incomplete oss. 4/3
Missing
Extra

Miscellaneous

Hyoid; missing 3/3 67/19 34/11  10/8 - 25/13 16/7
Hyoid; reduced 66/18 8/6 18/10 - 43/16 21/12 37/13

* Numerator=Number of fetuses affected; Denominator=Number of litters

** Positive control: 250.0 mg/kg affected.




FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 71 & 72; 77 through 80

Material FDA 73-83-H

Date January 30, 1975

Laboratory No.2143
Table 3 -a _y-v 2143 _(3)
Summary of Soft Tissue Abnormalities
(Rats)
Group Material Dose Level Dam Number of Description
mng/kg Pups
72 Aspirin* 250.0 45132 1 Abdominal hernia
45141 1 Hydrocephalus
45148 . 1 Abdominal hernia
45151 1 Cleft palate; harelip
45153 1 Exophthalmos
2 Encephalomyelocele;
Gastroschisis

‘*positive Control: 250.0 mg/kg




F 00D AND DRUG RESEARCH LABORATORIES, INC.

Groups 71 & 72; 77 through 80 ' Date January 30, 1975
Table 4
Species Rats ' , Laboratory No. 2143 (3)

Average Body Weights*

------------------------- Day-—-s----m-—-----sm—-=-==
Group Material Dose "
‘ Level 0 6 11 15 20

mg/kg mmmmmmmSssomsmosssmssso—es gm===-mmmossm-oossosssooos
71 Sham 0.0 221 233 250 271 339 (22)
72 Aspirin*** 250.0 220 233 248 261 301 (22)
77 FDA 73-83-H 9.7 230 243 259 282 336 (19)
78 FDA 73-83-H 45.0 231 244 260 284 355 (22)
79 FDA 73-83-H 209.0 229 243 262 286 351 (20)
80 FDA 73-83-H 970.0 228 243 263 281 344 (21)

* 0Of pregnant dams .
** Number of surviving dams in parentheses (c.f. Table 1)

*** positive control: 250. .0 mg/kg



Table 5

Groups 71 & 72; 77 through 80 Laboratory No. 2143 (3)

Compound FDA 73-83-H Species: Rats

naily Tomporature and Humidity Record

- Relative
Date Time Temp Humidity
1974 a.m. oF g
11/21 8:45 80 - 55
- 11/22 8:30 78 55
11/23 8:00 ' 80 . 55
11/24 8:00 80 ' 69
11/25 8:30 80 72
11/26 8:30 80 , ’ 60
11/27 8:30 78 : 50
11/28 10:00 78 ' 55
11/29 10:00 78 , 58
11/30 8:00 78 55
12/1 8:00 82 59
12/2 9:15 78 ‘ 52
12/3 9:00 98 - - 55
12/4 9:00 78 55
12/5 9:20 77 60
12/6 8:30 77 60
12/7 . 8:30 79 57
12/8 8:10 78 : 71
12/9 2:30 p.m. 78 70
12/10 9:05 . 82 : 50
12/11 11:00 81 ' 50
12/12 9:00 82 _ 60
12/13 9:05 82 70
12/14 8:00 82 : © 60
12/15 . 9:00 82 5%
12/16 2:00 85 ' 57
1 12/17 10:00 80 . 60
12/18 10:00 . 80 60
12/19 10:00 80 60
12/20 8:00 - 80 . 55
12/21 1:30 p.m. 78 65
12/22 10:00 78 . 65

12/23 9:00 80 50




(\Fadd))
Figure 1

(Rats)

Photographs of Grossly Abnormal Fetuses

{None Observed in Test Groups)
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—_— , Appendix I
\FIIL/ )
. Teratology Study in Rats

Virgin adu1t fema1e albino rats (Wistar derived stock) were
individually housed in mesh bottom cages in temperature and
humidity~-controlled quarters with free access to food and fresh
tap water. They were mated with young adult males, and observa-
tion of the vaginal sperm plug was considered Day 0 of gestation.
(One male was not permitted to impregnate more than one female
per group.) Beginning on Day 6 and continuing daily throggh
Day 15 of gestation, the females were dosed with the indicated
dosages by oral intubations. The controls were sham treated with
the vehicle at a level equivalent to the group receiving the
highest_testvdose. The test material was prepared and doses

calculated according to the following table:

Dosage Dose Concentration
(mg/kg) (ml/kqg) (mg/m1)
£ 250 1 £ 250
251-500 2 125-250
501-750 ' 3 133-250
751-1000 4 187-250
1001-1600 5 200-250

Body weights were recorded'on Days 0, 6, 11, 15 and 20 of
gestation. All animals were observed daily for appearanée anav
behavior with particular attention to food consumption and weight,
in order to rule out any abnormalities which may have occurred as
‘a result of anorexic effects in the pregnant female animal. Daily

room temperatdre and humidity were recorded.




on Day 20 all dams were subjected to Caesarean Section under
surgical anesthesia, and the sex, numbers of corpéra lutea,'
implantation sites, resorption sites, and live and dead'fetuses
were recorded. The body weights of the live pups were also
recorded. The urogenital tract of each dam was examined iﬁ detail
for anatomical normality.

All fetuses were examined grossly for the presence of
external congenital abnormalities. One-third of the fetuses of
each litter underwent detailed visceral examinations employing
the Wilson technique. (Colored photographs were taken of all
grossly abnormal fetuses.) The remaining two-thirds were cleared
in potassium hydroxide (KOH), stained with alizarin red S dye

and examined for skeletal defects.
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FOOb AND DRUG RESEARCH LABORATORIES, INC.

| Date January 30, 1975

Group 71 Appendix II
Material _ Sham Reproduction Data in Rats (Individual) Laboratory No. 2143
Dose 0.0 mg/kg ’

Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate¥ Lutea Sites Alive Dead M F Sites Weight (g) Remarks
45101 P 11 9 9 5 4 4,49
45102 NP 0 0 ———
45103 P 12 12 11 5 6 1l 3.89
45104 P 12 10 9 7 2 1 4.19
45105 P 14 14 14 6 8 3.96
45106 P 14 13 12 5 7 1 3.84
45107 P 13 13 13 7 6 3.68
45108 NP 0 0 -——
45109 P 13 12 12 5 7 4.14
45110 P 14 13 13 8 5 3.92
45111 P 6 4 4 1 3 4.93
45112 P 12 12 12 9 .3 3.96
45113 P 13 13 13 7 6 3.59
45114 p 12 11 11 6 5 3.69
45115 P 14 14 ‘14 9 5 3.85
45116 P 11 11 11 5 5 3.21
45117 P 11 10 10 5 5 3.85
45118 P 13 13 13 10 3 3.77
45119 P 13 13 13 6 7 4.11
45120 P 17 17 17 9. 8 3.82
45121 P 12 11 11 3 8 3.52
45122 P 17 15 15 10 5 3.38
45123 P 11 10 10 -4 6 3.65
45125 P 15 15 15 8 7 4,15

* p = Pregnant; NP = Not Pregnant



TOOD AND DRUG RESEARCH LABORATORIES, INC,

Group 72 Appendix II Date January 3C, 1975
Material Aspirin Reproduction Data in Rats (Individual) Laboratory No._ 2143
Dose 250.0 mg/kg '
Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. TFate* -Lutea Sites Alive Dead M r Sites Weight (g) Remarxs
E 45132 P 16 14 13 5 8 1 3.11
§ 45133 P 11 11 11 B 3 2,94
| 45134 P 11 11 11 2 9 2.65
% 45135 P © 12 11 11 6 5 3,51
R 45136 P 15 14 10 1 -5 5 3 2,17
% 45137 P 13 5 4 2 2 1 2.96
45138 P 12 11 3 2 1 8 1.77
45139 P 12 13 13 9 4 3.01
45140 P 13 9 ° —-——
45141 P 13 9 6 4 2 3 2,04
45142 P 10 9 9 ———
45143 P 12 9 1 1 0 8 1.71
45144 P 11 11 : 11 -—
45145 P 13 8 1 1 0 7 1.92
45146 P 12 11 9 4 5 2 2.57
45147 NP 0 0 ————
45148 P 13 12 12 8 4 2.46
45149 P 12 12 12 7 5 2.45
45150 P 12 12 12 7 5 : 2.87
45151 P 14 14 13 8 5 1 . 2.08
45152 4 12 7 2 1 1 5 1.81
45153 P 13 S 11 6 2. 4 5 1.77
45155 P 9 6 1 0 1 5 1.85

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 77 Appendix II Date January 30, 1975
Material FDA 73-83-H Reproduction Data in Rats {(Individual) Laboratory No._ 2143 (3)
Dose 9.7 mg/kg .
Corpora Implant Fetuses ' Sex Resorption Average Fetus

Dam No. Fate* Lutea Sites Alive Dead M F Sites Weight (g) Remarks
45281 P 12 11 11 2 9 3.83

45282 P 14 12 11 5 6 1 4.16

45283 NP 0 0 : ———

- 45284 P 9 9 9 : 5 4 4.07

45285 P 12 12 12 6 6 3.67

45286 NP 0 0 ———

45287 P 14 14 14 9 5 3.37

45288 P 11 8 8 3 5 3.87

45289 P 13 13 13 4 9 4,53

45290 P 10 10 10 5 5 4.16

45291 P 9 ' 9 9 3 6 3.93

45292 NP 0 0 ' ————

45293 NP 0 0 ————

45294 P 13 13 ' 13 10 3 3.45

45295 P 11 10 10 3 7 3.74

45296 P 13 13 13 5 8 3.91

45297 P 15 15 © 15 4 11 3.64

45298 NP 0 0 : —

45299 P . 16 . . 16 16 . 7 9 3.80
45300 P 16 14 14 8 6 3.54

45301 NP 0 o . ————

45302 P 12 - 12 12 ' 5 7 3.54

45303 P iz 12 12 6 6 3.68

45304 p 15 15 15 9 6 3.70

45305 P 13 8 . 8 6 2 3.25

* P = Pregnant; NP = Not Pregnant



FOCD AND DRUG RESEARCH LABORATORIES, INC.

Group 78 Appendix II Date January 30, 1975
Material FDA 73~83-H Reproduction Data in Rats (Individual) Laboratory No._ 2143 (3)
Dose 45.0 mg/kg
Corpora Implant Fetuses Sex Resorption Average Fetus

Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
45311 P 8 8 8 4 4 4,32
45312 P 15 15 13 8 5 2 4.21
45313 P 14 14 13 7 6 1 3.82
45314 P 15 15 15 8 7 4.01
45315 P 13 8 8 3 5 4.19
45316 P 16 16 16 9 7 3.01
45317 P 12 11 11 5 6 3.79
45318 P 13 i3 i3 8 5 4.27
45319 P 11 11 11 6 5 4.08
45320 P 14 13 13 3 10 3.97
45321 P 13 12 12 6 6 4.29
45322 P 15 15 15 7 8 3.98
45323 P 12 11 - 11 4 7 4,37
45324 P 15 15 15 6 9 4,03
45325 NP 0 0 : : ————
45326 P 13 11 11 ‘ 7 4 - 4,04
45327 P 12 12 12 7 5 3.78
45328 P 15 - 15 .15 3 12 4,03
45329 P 14 13 13 6 - 7 3.60
45330 P 14 13 13 6 7 ‘ 3.99
45331 NP 0 0 , -———
45332 P 12 11 10 1 3 7 5.68
45333 P 11 9. 9 3 6 3.47

P 7 7 3.53

45334 15 14 14

* p = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

12 - 12 12

Group 79 Appendix II Date__January 30, 1975
Material FDA 73-83-H Reproduction Data in Rats (Individual) Laboratory No._ 2143(3)
Dose 209.0 mg/kg :
Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No, Fate* lutea Sites Alive Dead M F Sites Weight (g) Remarks
45341 P 16 12 12 9 3 3.81
45342 NP 0 0 ' ————
45343 P 10 '3 3 0 3 4.84
45344 P 14 14 13 4 ° 1 3.92
45345 P 14 14 14 4 10 . 3.90
45346 P 17 16 16 10 6 4,23
45347 NP 0 0 ) -———
45348 P 13 13 13 3 10 4.11
45349 P 12 10 10 5 5 3.99
45350 P 12 11 11 7 4 4.25
45351 P 11 11 10 1 6 4 4.00
45352 P 1l 7 7 4 3 3,89
45353 P 12 11 11 3 8 3.99
45354 P 10 10 10 6 4 3.88
45355 P 12 12 12 9 3 4,08
45356 P 14 14 ‘14 8 6 4,49
45357 P 15 15 - 15 5 10 4.16
45358 P 15 15 15 8 -7 3.76
45359 P 15 .15 15 7 8 3.76
45360 P 14 .9 9 4 5 3.73
45361 P 11 . 11 11 4 7 3.91
45362 P 7 5 4.20

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC,

Group 80 Appendix IIX Date January 30, 1875
Material FDA 73-83-H Reproduction Data in Rats (Individual) Laboratory No._ 2143 (3)
Dose 970.0 mg/kg
Corpora Implant Fetuses Sex Resorption Average Fetus
' Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarxs
45371 P 17 14 14 7 7 3.96
45372 P 13 12 12 6 6 3.64
45373 P 11 8 8 4 4 4,22
45374 P 12 11 9 5 4 2 3.96
- 45375 P gk * 12 12 5 7 4,08
45376 P 15 14 14 8 6 3.99
45377 P 15 15 15 : 10 5 4.19
45378 P 16 12 12 6 6 5.39
45379 NP 0 0 . ‘ : -———
45380 P 12 10 10 2 8 ’ - 5.61.
145381 P 14 9 9 4 5 4.64
45382 NP 0 0 : —_—
45383 P 10** 14 14 8 6 4.34
45384 p - 14 13 13 8 5 4,27
45385 P 15 14 14 8 6 4.19
45386 P 13 10 10 4 6 4,05
45387 P 15 13 ’ 13 5 8 "3.73
45388 P 15 14 14 7 7 4.02
45389 P 13 13 12 . 6 6 1 3.69
45390 P 12 12 11 1 7 4 4.19
45392 P 14 11 11 ' 7 4 4,22
45393 P 14 14 14 7 7 3.85
P 6 4 - 4.94

45394 1 10 10

* P = Pregnant; NP = Not Pregnant
** One Ovary Missing



